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w m m 

[oooi] #3&u§m\ mft<Dihm.. mx.\*&Lm&. m^mm^\ttm^x&w.-tz>mtt>#<o 

[0002] Mfe& (intraluminal filament, J^T, 7^(7^hth^O) &R\r^&7yh(D^*MWl 
MfflM (Middle Cerebral Artery Occlusion, MCAO^xV^Koizumijoil/Zea 

o C<^7VW3, nM1rZ><Dtft£m&)&MX3b*). i&&Mxh<9, £fc, J3gj±, 
[0003] Uj&^LJfej&Sfe, W^[CfflV^7^h^*5^5^«^-rX\ ifeWO^TLfCiS^m 

mmBfiLffiM. (regional cerebral blood flow, rCBF)mfe\Z-&Q&]h<Dim : $rt : fcLk 
ftl&mX%Z>i>^(D g ift^te, — ^4ilJ^&(Laser-Doppler 

Flowmetory, LDF) ^ffif^^^^f fflT*^ -^tUCioT^TVl^if |St£^PR] 

[0005] JMfctfnU*. ^^d^tfc^^h^^^^^b, m^#(7)TO§15^^^*bT 
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[0006] ±m<ox^zmm\^x^^%:mm^\at^m^mwmmtmm^m^ 



4¥Wlft3CjMkl : Koizumi J, Yoshida Y, Nakazawa T, Ooneda G. Experimental studies 
of ischemicbrain edema, I: a new experimental model of cerebral embolism in rats in 
whichrecirculation can be introduced in the ischemic area. Jpn J Stroke. 1986;8:1-8 
W^wV3C$$2 '■ Longa EZ, Weinstein PR, Carlson S, Cummins R. Reversible middle 
cerebral artery occlusion without craniectomy in rats. Stroke. 1989;20:84-91 
l£#i^;£ffiK3:Schmid--Elsaesser R, Zausinger S, Hungerhuber E, Baethmann A, 
Reulen HJ. A critical reevaluation of the intraluminal thread model of focal cerebral 
ischemia: evidence of inadvertent premature reperfusion and subarachnoid 
hemorrhage in rats by laser-doppler flowmetory. Stroke. 1998;29:2162-70 



[0007] ^X\ ##WjW*UJ;5-*-5H«tt* MCAOfrfr&mWte^ ^LT, 

cooo8] _l5£<dhs^ov ffiMmt&Mtetimg:. mMmmfeizmvx^ ks^t— a* 

^^xxfmmm^±v^ikmm^^mxh^t^^mu ztuzm^ 
[0009] fas, jhLffi.n7 p v-7 ? tfe^ mm, m¥mzm&irzikffim7£<Dftmxtem.%ixfo 
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cooio] me>mw\z.&^x. *&wte. 

^m^mmx^^t^mtT^^-^WT^^mmir^ 0 
[oon] *mw<Dy p T2~7*&WT^u*iz.te\,^x. •7v--7$mw&\*. m^mmm-w 
<D'pft<th~ ^<Dm<Dmm'W^m^xmm.x^tm^ fam^^-y^ms 
-e#5o mzzftefomt-?*—?^ mmitzfrLrxm^M^xfttfcit^mz 
m^m&mmu B&tztix<z%itf£te&mzm&m&&&zzt&x^ 

wmm^-rtKDm^h^xh-oxh^ rn^um^ ie^, mm, mmx 
feoti<, ^<D£?f£&mzA%j&w:xhz><Di)m^v\\ ^n— yom^ws— 
hikx&z>M&, 5k^fY^-y\mmx^(D^m^^\ ^oxoft&mmz. m 
. u^m^wmi.xmm'W^mm^tim^. wmmzw&vm\abz>Mmm 

Wm^frb3\%Mi-b&mz.Mf&&frZ>h(DX$>y. TNatural Pocket J £rt>l&p<<5 

h<DX&z> 0 

[0012] TNatural Pocketl rt^A^f^TfcoT. jk^iy^^fg^fc^^, i^-h 

TNatural PocketJ F*3 ^^V^^l^W^m^^^T^A^X^t^^tfcM \Z.WLfc$)%:T&y) fctSL 
T*#5„ -t©!^, TNatural P6cketJ{CT^«£«9 i£t? , IP*>, 7^yht57 , n- 
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[ooi3] &o-c\ &mm<D7°ti-7'iggf*®tfi^ skfficDMTEzmM-f^myocDmmffib 

n^m^x-oxmmx^^ 
coon] mm*. immmtmm^t(Dm^^n^m^mt^um-^A^x, ^<d 
^wi^xm\tmiPc^mit^^t\z.^xn^t^x^ 0 mttmrnt^x 
^-rfh<Dm^mPr^m\^xh^\ mxMz. &m<D£??mm&nxh<>x 
mmmm(D£?ttmttmxh<>xh&\ ^^^umt, ytteiz\*%n-m 
)mk&mm. m^v^—^mmxh^> 0 ^m^. rNaturai Pocketjtc»^u 
&A,tmmxft&mML,xmk^xwM&mz^t&x$z> 0 
[0015] &&v^^mmxte, *mm<Dzfu-7*{&Ffy*s<-<^te^u~ y^ummm 
(Dmm^KMmvxwmt5tizmf&xh&<DtfifrtiL<, ^<D-mmx^ &L$mzfv 

y^mnu^m^xm.'o, &7n~y'i&wmz&Mmiir\-mmL>xmmx%z> 0 2 

m&mmis (tti-zmm x^x-w-^—T^^^t^^o ^m^tix 

^xhx^\ 

fast** ¥fitfcott, t?xte<xh£<s ^l^^^^*L-cv^TtJ;v^ 0 
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[0017] &fMu^jtm<Dzru-zf{%&7*suxi*, ffife^-mcDm^y-h, &$.L<itxhi) 
[ooi8] yv-7*u&mn, 5kmi^~y^^-r^> 0 ^mt&^v—zf&vmir 

I^$U\ JWfcftfclii, lo©«it ^n— y^^^«fiKi-5i/-h^ 

[0019] io©#*i,v^iB"Ctt, ^igoyn-^^vw^«, 

[0020] «ia<7)/n-^f^^^i4, lmnmxi^ Ef^*t*©ffMffi 
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m&^-fZo ^F(-$f4LV^#TiL ±5£<Z)«fc? ^Natural Pocket J <D§^<9%LT 
[0021] £fc, ^^V^^^^oO^a-^^^^ffi-f^^-trit, 2o<D^n- 

[0022] f2(Dggm^, ^^fi, «ff7°n— y^-rsJi^tD^^^n- 

mm-rz>ti£>iz&^x~ib<o, m%i<Dh<Dx&Z) 0 t^o-r, ^^±.<Dmwmm\~$?f 
mxhz> 0 *&w<Dih%tm7£y*/M*fe, 

&xhy, nm<o-h(D^mx^ 0 
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[0023] ^3<£>SbK1*3VvT\ &$§m\Z. ±&<DfaffiMfe J T'<'(X : &m^XWlVB<DM<Dlk 

r'y^^mm^x^u-y^wm^mm^tmmmtcDm^mir^t^m 

[0024] ±^o^^Ko^&(cioV^T, jfe»J^V<-r^^«#{e:^bTiEfii-?)Sii 

-y^^m^mmmtmm^t(Dmiz^tc^mxmm^mm^m^^ 
tm^ z?u-7<Dmmw\zfafr<>xm&Tttmx-mBz&m&vx&\ 

[0025] ^<Di9^ifeM^>W^^IBmLfc#, W)mz.#VXn* <Dmk&£Tfi/1ZiZ 

[0026] ^^©^n-^^M^fflv^i:, WmftkWmntnffliz&Lffi.fty*— . 
hoXMcoikmzmfe-i-ZzkftXZ&o z<D£5%M.ffi<omfe%MM1rZ>lz.&i,x, 

[0027] iot, Ky^-jk^tf^ffiv>TB<^«^^>'7^v^^m^#5^-e, 
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[oo28] [mudiitt, *mw(ozfr2~7*j£^s<^*%^mz.xm^m^-t 0 

To 

mmmKxm^mz.^-r 0 

[0029] 10--yn-^^V^^, 12, 12'---jk^ff7 B n-7\ 
14, 14'-7°n-^^^ 16 ...^y^g^ 

18, 18', 20, 20' --iff^ 24, 24'-^, 
26, 26'--^-fe>"f— % 28, 28' 

30- ■•3fc*&tt*<0Mttt3 JitfS***, 
32, 32', 34, 34 , -BiP|fP % 

[0030] WT, ^I^O^V^LDF^VN^>#^^!|^LT^I^i-?>^ N ^n-^j; 

[0031] mi^ ^Bj<D^n— 7&&^/<jxio%MmmizxiM&,mz.iF-ro m^vtc 
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[0032] ®mUtyu—7*&&T'UxiOte. 2^<D7°v-7*&gf&tfl4te±Xfl4 > i:W 

*5ct^2o' \cr^xmv<itt(Di£MWG^x)~mzmwt£tix\s^ a mio^m 

^^©iSttiT^fOU^^ioTl^o y'&mm 14^14' t 

-y&mmmvs&M^ mm-wm^m^m^^K mm-wmnmmxv^ 

i-Z>^bfrX'%Z> 0 

[0033] ft, HHtC^bfc^Tii, ^°r3-^^Wl0(Dff$^IB§UTlll^UTV^ o 
[0034] mi<D^A(D^X\ Jhffin7 P v-7°l2te£Tfl2'&^1rZ7t2—y&W7"s< 

u^(Dmn&ftffinicfafr^xj£i!)><>x\,^tf\ mwrnwrn^mixh^x 

fo%\s^U^<Dmn&ftffimzfafr^Xm^X\s^Xh£^\ ft. 01*3^^02 

[0035] Hll^^fPBC»^-fp]T\ !hffinyv-7*Z^1rZ7u~7*i&WlrsU*&&tcm^r 
TV^ 0 ^ir^— 26joJ;W<D^28, ftibU^jMt^a— ^12*3^^ 
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&£Xfil2' (Dm&iZ, Mz.Hl. Omm-CfcS, 

[0036] mi<Dzfu-y^^y<^^^(D±^h^fcmi L ^m^mm4{c^'r 0 

0 ? 34 , %^i-5o ^—^12^^12'^^— ^^^14^1/14' ODfl$P{C 

pt^oTV^o [rI^^. ^Sir^—26*5j;tK26't>^P ^34^1^34' ?r^iU 
T^n-^^Wl4^J:l^l4 , (CiEa-et5 ( t5^oTV^ 0 ft, ®4Tii, ^ 
H24& £U?26telU^#IB§L-CV 

[0037] ^Kosuo^-m. ^n-^^^vw^^^y^v^gp^^, mtttm-tzto 

<D^40{c»Mm(m^^-r)^i-§ o ^n^i^ mm40(D^tj:<th-^ 
ft. &mzfc^x£yjz\,^mm($:i&xh-oxt>^^ ^m^-r^m^m^umx^ 

mm,4o^\^x^^m^ ^mtm^m^x^\ Dm^tM^&wz 
mm&mmm^-r ) \z.^xw^-r^> 0 
[0038] lo^f^Li^ti-ete, Mmmm^ yvy^uft^mmmixm^ti^^ 

y^jy^ft\z.U&^^— 44 ^(^^{ilH^iir-f ) *WttfZ><D& 



WO 2005/055826 



11 



PCT/JP2004/018364 



£H--5ct^T'#<5o %mmmx^ u&^-v—AAzm-y-r^ ^-y^^u 

<D£oiz.um^}fcCTtomm$:=i>bv— />-r z>jj&.i*. m%nxm, ^<dtz^(du 
[0039] ^(Dx^ztom^mteXTfum-t^-zmrtzb, m^mi-s^lt, m 

[0040] ft, mmT<Dsbmmmm&£mfe<D^mzm&-rz>Wr&. mm^fawm 
[0041] ^icMUT, ^yy-^sp^icipiRs*«rEiii-*^»^fco"r, mmmm^m^ 

t^mxh^ 0 

[0042] ft, sk%t<Dmfe&^xh<9 s mu(Dmm(Dfyi»&mxh%m^\^ yn-y 
[0043] 
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[0044] l.^ffi(DWm. 

^yy^m^sx^mmzm^x^yhzmrnvtco ^<o^ %m^x\^xWo(r> 
mm&kzfToXfDmm&^&mj&tf^&m^^xm&AJi^m.^. ^yy^^n 
m.m*m&&2. 5%^rtf^o $tmi)mttte%!&\z£<>xmm:mm<Dum&£ 

ib$lJ#PLT37. 0°CtU/c(^e^-T-^— i>.(Mon-a-therm)7000(^y^n5/M±( 
Mallinckrodt Inc.) M) £rl£ffl)o atfy^^V^T— X/l^3^Tm#I&»#^- 
ALfco #3£<DMCAO<DP H ^ SMDRJES^E-^—U ftMlfa^P^I^I^:/ 

[0045] 2. MCAO<D2p# 

W^M^mVX, ^^Wk^^lfrmm (middle pretracheal incision) ^ioT^ilK) 

ibM^^fi^j^tijgiLs p (ppa) <Dm^mm^±o 

[0046] ^(C, ^fe^^^'L«l!j5- lOmmtDmmxUmmm (CCA) ^ Aift idgj^b 

» mammm^nm^^x5^i-^u^y^^y^h^x^i,tc Q mmskm 

2 2 

[0047] ^bOflKD^Vl— 7°(l2m) tC§8UT«:, LDF-^^^ 7 — £rl_^£V ^trMCAO£:4i!I 

mmmvtcmm^-r^^m^oXMCAo^mmvtz 0 ^nxmi^xxf2 
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[0048] 3. ^2^>-7°<Z)rCBF^-^y^^ 

[0049] ^Miy—U-i, * 0 y^°ot 0 W>^-rfe«9, ^Tftfete7. 5mmX 3. 5mmX 1. Omm 

[0050] MUt^n-^te, -IS^^M^lfiL^^SlJ^-f-^fcfe^^-^^^V^ 
M± (Unique Medical Inc., ID^Wa^ :Type^STmig£;fr-0^£>-efc 

[0051] MCAom^<omi&mfrhftMW&3oft-kxi. ofpm^rCBF%:mMi^ti 0 

[0052] l$35(Dtf;\>— -7\z3$\ nt, -ry^7>»n?^*^^l. 0%^T^ofCo 45# 

[oo53] ^h^wa-anm-r^^— *iz&u -ttzmm&fei&mz.&ii£uto ><v^ 
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[0054] &&L&&&£itxi)>b2 s & . ^m^mwm^Mmvtco 5%<D^yyy^^m. 
m^yyv^m^xm^tio m^^m^mmvx^mrm^.(D^m^m 

mist?.* r^5'^-f3^N-^V^-Clmmf4Pit-I^i§]^-Lti^t^>'3y 

[0055] TTC-e^-feLfc^ir^i/3>^3-CCD^7^— tT~t(PDMC Ie, #7D^fKtt( 
Polaroid Co. Inc.) $SD Ttfi^UTPf $®^£tf$JUc 0 (Pf WmmX$>Z>b^Z.bK 
5)TTCT^<^^b^-ofc^^O®a^t^^M^^i/^A(NIH Image, 
version 1.52) ^X<0W-liiVtc o ^yhimmtcK)(D^X(D±^>3XDTTC^m^t 

[0056] ^-^^}C^^^S#^^^it^P$W^©tgB^^^^f¥^i--5fc 
#J&^$§Vn1&^ (unpaired t test) Lfc LDFO^t^fHffi-f-Sfctf)^ 

, ^j-J&cD^St^ (paired t test)^£fflLfc 0 ^0^7:7 (g| 7) {C^V^T^bfdii 
}3 N ¥^±^M^(SD)-rfe«9, p<0. 05(DmWim^MXhZ>tmz.hfoZ> o 

[0057] 4. ^ 

^ofc 0 ^2^/V-7°cD^TC0^^h^, MCAOm48B#|!0£#W'c o 

02|2E{;iOV^«^^TffijM S l&^^o 
[0058] LDFfcioTSU^UfcrCBFOft^^lB^lllStC^i-o H5^*dV^, -tfEtttt 
rCBFtifMMfiiriifc^ £fc, W^PbWc«9)£^U Hl*4ft. W&(Dm6bmm 

^r^^-To rCBFte, CCAO^§|(Cj:oT^b(ll50b)\ 3:7^ CCAO^ 
^^ioTM^L(IH5CDc), J^AL/c:7>f7^h^«to-Ct>^Lfc(ig50e) 
o f&*\ ECAOJfe3fe(|g50a)*3«tOTPA<^)^3fe(|2|5(^d)<75«^tt, ^^ik^ 
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x&mmirzt, mm. y^^h^A^xxfm^Mft^xmt-r 

[0059] ®6fi, ^^^—ylZ^^XUDF^X-oXWl^tltcrCBFCOm^^it (dynamic 
change) ^-To ®6^joV^ fflftbtt. ID5^[H)iliCrCBF ^-^-TVffit- 

#E^^bfc*£;t9fcU ^iTrilM^<Dii>S<b^LTV^ 0 rCBFft, CCA|£ 

-^7-T>"fit^80± 10%^Ufc (H]6<£>£:EP) # % ECA|£*fe (H]60(2)) £/cteP 
PA^(IIl6£>(6))<Di§-£\ 7n^-fitA^^^L^-o^ 0 H6^<b, «{ci«9#b 

[0060] B7K: % ^M^^KTtcM-t-Si^^PW^^^m^^-t-o 

W^^-fo I2^-^|:MU, 8L l K<DmmVm\-Zl67. 21±48. 54mm 3 ( 
TO±^2p^)T'fc«9. Ml^VV— ^0112. 77±36. 03mm 3 (P=0. 026) i0 
tll^^ofco &®OPf^#^Oi£®j^^ (coefficient of variation) ft, Hl^/V 
-7°(35%U<9!fl2^— :7°(31%)<^^/h£^o7t 0 -(D^tlZ, mi^-^X<0 

[0061] RmsTommfcmte, M^^/p-yxammxh^tcimi^^-y: 71. 9 

0±9. 68mm 3 ;3l2;?7v— T^^. 68±21. 77mm\ P=0. 57)^®${«i© 

mmmmzs n^-y (36%) i«9m2^/v- ^(13%) o^/h^o*: 0 

[0062] M1&M2 

m^uwm^M^iw-^mmmtx.xmm.^ ta^-tr^f— 44t>iE§u ^ 
&<D&m&®m^xmm'W&miii&i£. \nm-wtmm^t<Dm(Dmm(D-)-^-^y/v 
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[0063] mM±>~9— 44<£>:&fctf&^37. O'Cf^SJ:?^ AoS^^C»AoB*^$!l^lU 

wx$z>^ti>mmx%tL 0 
[0064] ^wcdt'su*^ ^yvm(omm^m^^xm^jkM^m^-rhm^\z.^ 

[0065] 0^B#fFttJ02OO3-414819(ffi0B : 2003^12^ 12 B,^0J 

mm^m^titziHm^ ^xmm-t^tizxox, *&mmitt&&&i&o 
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[2] 2oW/n-^W^tLT^^ ^tbbO^n-^^M^^ULT- 

[3] yo-:7^^i»:££tJ^7>^ 

TV ^^l^fc{i2^|E*<D7=VW^o 

[10] Jk^tf^n— jfiWSKy^— jfiLaEW-o^n— ^"C*>*»*3fii~8<ov^ 
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[13] yVvitUftit, Jjmwm&^lZfilsXj&Zy, fit*Jl2-12<D^-f ftfriZtZM?) 
(2)Mffyn-^ 

[is] mmn. mmmtmmwt<Dm^m^ri^m^m^u^mxvx. ^<d 
[19] ffitmtnn, ^v^-^mx&zm&mmzmm<owm%&o 
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